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npoTHBoonyxojiesbie h aHTiiBii pycHbie nenTHAbi 



06jiacri» tcxhhkh 

IIpeAJiaraeMoe H3o6peTeHHe othochtch k nenTHflaM h GejixaM 
5 npoTHBoonyxojieBoro h aHTHsnpycHoro aeScrBHH, a TaiOKe k JieKapcraeHHHM 
cpeacTBaM Ha hx ocHOBe. 

TLpenmecTByiomjBLU ypoeeHb tcxhhkh 

HkBecTHH npoTHBOonyxojieBBie neimmw H3 rpynmi 6jieoMHmnia (1). 
10 BjieoMKUHHH oKa3MBaiOT npHMoe mrroTOKCiraecKoe aeftcTBHe Ha onyxoJieBtie 

KJieTKH, OOTaKO B03M03KHOCTH HX HpHMeHCHHA B KJIHHHKe OipaHHHeHH 

BBipa»ceHHBiMH no6oHHUMH a^x^cKTaMH, npe>itfje Bcero co CTopoHH JierKHx h noieic. 
H3BecTHO npHMeHeHHe peKOM6HHaHTHux 6ejiKOB H3 rpynnw HHTep$epoHOB b 
KanecTBe aKTHBaTopOB npoxHBOOnyxoJieBoro HMMyHHTeTa h hhth6htopob 
15 npoHH^epai^HH onyxoJieBwx KjieroK. Hirrep^epoHBi rrpHMeEunoTCH jum jieneHHH 

MHOMCeCTBeHHOH MUCJIOMH (2), 6oJie3HH Xo,ZPKKHHa (3), MHeJIOHtfHOH JieftKeMHH (4). 

OflHaieo BBicoKaa ctohmoctb HHTep4>epoHOB aenaeT hx MajioaocTynHUMH jinx 
nmpoxoro KJiHHiraecKoro npHMeHeHHH. JOpyrim orpaHHHeiraeM cjiyacaT noSo^HHe 

34>4>eKTBI, CBH3aHHfcie C B03M03KHOH HHporeHHOCTbK), HMMyHOreHHOCTbK) H flpyTHMH 

20 He»cejiaTeju>HHMH cBoficraaMH peKOM6HHaHTHoro HHTep^epoHa. 

H3BecTHH npeAJio>KeHHa no HcnoJiMOBaHHio nenxHjiHBix HHayKTopoB anonrroa b 
KanecTBe noTCHi^Haji&HBix npoTHBonyxojieBHx npenapaxoB (5). Ojxhbko 
KJDHHHHecKHe nepcneKTHBM 3Toro HanpaBjieHHK ocxaiOTca HeHsy^eHHHMH. B 
HacTOHmee BpeMH Ha crajum pa3pa6oTKH h kjihhhhcckhx HcnbrraHHH b KanecTBe 

25 npoTHBonyxojieBwx cpe^cTB Haxo;jHTca p*m 6ejncoBiix npenapaTOB uhtokhhoboh 
npHpoj^H (6). HaH6oJH,rayio h3bccthoctb nojiymrco Hcnojn>30BaHHe HHxepjieftKHHa- 
2, o^HaKo Bwcoxaa tokchhhoctb h ctohmoctb peKOM6HHaHTHoro HHxepjiefiKHHa-2 
orpaHHHHBaiOT ero npHMeHeHHe b nrapOKOH ohkojiofhhcckoh npaKTHKe. 
H3Becrao npHMeHeHHe 6ejncos reMomiaHHHOB h apHJi^opHHOB b KanecxBe 

30 aKTHsaTopoB HMMyraoro oTBeTa h npoTHBOonyxojieBHx areHTOB (7). 

HecMOTpH Ha Hajunme nepeHHCJieHHHx BBinie h apyncc pa3pa6oTOK, onncaHHBix b 
jnrrepaType, Tepairaa oHKOJionraecKHX 3a6ojieBaHHH bo mhoihx cjiynaax ocxaerc^ 
Mano3(i)<^eKTHBHofi h npaKTHHecKH sceraa bbicokotokchhhoh h floporocTOHmeft. 
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ri03TOMy HOHCKH HOBBIX nOj^XOJ^OB K TepaHHH OliyXOJiefi OCTaiOTCK OflHOH H3 

Han6ojiee ocTpux npo6jieM coBpeMeHHOH MeAHmiHM. 

H3BecTHEi HMMyHOMO^yJinpyioincHe nerrra^H - ajuio^epoHti (8). OchobhoB o6jiacTBK> 
npHMCHCHHH ajuio^epOHOB OTjiaeTca Jienerae BHpycHBix HH^eiemm. B to ace BpeMfl 

HMCIOTCJI CBe^eHEW O npOTHBOOIiyXOJieBBIX CBOHCTBaX ajIJIO^epOHOB, OCHOBaHHBIX Ha 

aKTHBamm MexaHH3M0B npoTHBoonyxojieBoro HMMyHHTeTa - HHTep<|>epoHOB h 
ecTecTBeHHBix KHJUiepoB (9). AjiJio4>epOHBi xsnsnoTCz HaH6ojiee 6jih3khmh anajioraMH 
npetfJiaraeMoro H3o6peTeHHH no XHMHHecKOH cTpyicrype h MexaHH3My #eiicTBHH. 

PacKpwTue H3o6peTeHHH 

3KCnepHMeHTajIBHHe HCCJieflOBaHHfl UpOTHBOOIiyXOJieBOH aKTHBHOCTH 

ajuio(|>epoHa noKa3ajm 5 hto 3aKBJiaeMHH nenrm noaaBJiaeT pocT cHHreHHoro 
onyxojieBoro xpaHcnjiaHTaTa y MBnneS h Ha 3tom ochob3Hhh MoaseT 6bitb oTHecen k 
nepcneKTHBHMM npoTHBOonyxojieBBiM npenapaTEM. 3(|><|>eKT ajuiocfrepOHa 
peajm3yeTCH Ha ypoBHe cncTeMHoro OTBCTa opraHH3Ma Ha TpaHcnJiaHTHpoBaHHyio 
onyxojn>. B to ace BpeMa Ha kjictohhom ypoBHe BJimmne ajuio^epona na 
npojin^epamno onyxojra 0Ka3BiBaercH 6onee cjkmkhbim. B nacTHOCTH, 3KcnepHMeHTBi 
in vitro noKa3ajni 5 hto ajuio^epoH, b 3aBHCHM0CTH ot KOHneHTpanHH b Kyjn>Typajn>HOH 

Cpe^e, MO^CCT KaK HHTH6HpOBaXI> (B 06jiaCTH BBICOKHX KOHUCHTparCHH) , Tax H 

cTHMyjiHposaTB (b o6jiacTH HH3KHX KOHueTpaipffl) npojm<i>epaijHio onyxojieBBix 
kjictok. HajiHHHe pocTCTHMyjrapyiomeS skthbhocth orpaHHHHBaeT bo3moechocth 
HcnojiB30BamM ajuio^epOHa pjm Tepannn onyxonefl, r/je noflaBJieHHe npojra<|>epamiH 

MaJIHrHH3HpOBaHHHX KJICTOK HBJUieTCH OCHOBHOfi I^eJIBK) JieHCHHH. 

3a#aHefi HacTonmero H36pereHHH aBjiflerca pa3pa6oTKa npenapaTOB, KOTOptie, 
coxpaHHH HMMyHOMOflyjnipyioiiaiH MexaHH3M aeficTBHH ajuio^epoHa, b to )Ke BpeMa 
o6jia^ajiH 6bi cHHEceHHoft pocTCTiiMyjmpyiomeH aicraBHOCTBK) h noBumeHHofi 

aHTHnpOJIH(J)epaTHBHOH H I^HTOTOKCHHeCKOH aKTHBHOCTBK) B OTHODieHHH OIiyXOJieBblX 
KJICTOK. 

C 3toh ixejiBio pa3pa6oTaHO Hosoe ceMeficTBo nenTH^OB, oTjmnaiomHxcH ot 
ajuio<|>epoHOB h flpyrax 6nojiorHHecKH aKTHBHBix coeAHHeHHH cTpyKTypoii, 

MeXaHH3MOM ^efiCTBHS H AOCTHTaeMBIM TepaneBTHHeCKHM 3(|)(|>eKTOM. 

npeAJiaraeMaa rpynna coc^hhchhh othochtch k hhhckhbim neirnmaM, CTpoenne 
KOTopux onHCBraaeTca cjie^yiomen cTpyicrypHOH ^opMynoft: 
Xj Trp Gly Gin X 2 (1) 
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rue Xi oxcyxcxByex, jih6o coflepaKHX He MeHee 1 aMUHOKHCJioTBi, 
Xj oxcyxcxsyex, jih6o co^ep^cHT He MeHee 1 aMHHOKHCJio tbi . 
ripH pa3pa6oTKe Hacxoamero H3o6pexeHHK b icanecxBe 6a30Bofi cxpyKxypu 6hji 
Hcnojib30BaH nennafl, npeacxaBJieHHHH b Ta6jnme 1 no^ Ha3BaHHeM aJUiocxaxHH 1 
(SEQ ED NO 1). AjuiocTaTHH 1 6bui CHHxe3HpoBan mcto^om XBepzjo<J)a3Horo cHHxe3a 
h Hcnoju»30BaH ana H3yneHHfl 6HOJiorHHecKOH h xepaneBxunecicoH 3kthbhocth 
npe^JiaraeMBix nenxH^oB* HccjieflOBaHira, pe3yjn>xaxBi KoxopBix cyMMHpoBaHBi b 
npHBe^eHHBix mrae npHMepax, noKa3ajm, hto aaHHBifi nenxna o6jia#aex 

npOTHBOOnyXOJieBOH aKXHBHOCXBK), OCHOBaHHOfi Ha np^MOM HO^aBJieJIHH 

npojra<i>epamiH onyxojieBHx KJieTOK h ycHJiemni onpe^ejieHHBix 3BeHBeB 
npoTHBoonyxoJieBoro HMMyHirreTa. 

KoMUBBoxepHBift aHaJiH3 6a3 aaHHBix no cTpyKType h cBOHCTBaM 6ejncoB h nerrnmoB 
ycTaHOBHJi, hto ^aHHoe coe#HHeHHe othochtch k HOBOMy HeH3BecraoMy paHee 
ceMeficTBy 6HojioniHecKH aKTHBHBix nenxiawoB. OpnraHajiBHaa cxpyKxypa 
npe^JiaraeMBrx nenxi&joB o6ecneHHBaex AocxHaceime HOBoro xexHEraecieoro ypoBH* 
- bo3mo>khocth 3<i)<f)eKXHBHoro noaaBJieHHa onyxojieBoro pocxa h JieneHHH Ha 3xoh 
ocHOBe oHKOJiorH^ecKHx 3a6oneBaHHft. 

AHaJIH3 rOMOJIOrHH aMHHOKHCJIOXHBDC CHKBeHCOB aJUIOCXaXHHa 1 H H3BecXHBIX 

6ejncoB h nenxH^oB, BBinojiHeHHBiH npn noMonm nporpaMMBi Blast search no 
MaxepnajiaM 6a3Bi AaHHBix Swissprot, bblhbhji psyx cxpyxxypHBix aHajioroB 
npe^JiaraeMBix nenxn^oB. 3th #aHHBie cyMMHpoBaHBi b Ta6jnme 1 . 
BBiaBJieHHBie chkbchcbi c bbicokhm ypoBHeM roMOJioran no oxHomeHmo k 
ajuiocxaxHHy 1 npHHa^jiexcaT k OflHOpoflHoft c xohkh 3peHiui cxpyiexypBi, <|>yHKimfi h 
npoHcxo^weHHH rpynne coeAiffleHHft - npnoHOBBiM 6ejiKaM (PrP). ripnoHOBMe 
SejiKu (upi^oHBi) TiposyiJjipyKJTcsi KJiemcaMa psQmraioK TKaneBoi* iipimajvie^KHOc'ra 
mhojthx bhaob khboxhbix, b xom HHCjie nejioBeica h apyrax MjieKonHxaiomnx. 
OyHKimn npnoHOB b HopMe ocxaioTM MajioH3yHeHHBiMH. B xo ace BpeMH n3BecxHo 3 
hxo npn onpe^ejieHHBix ycJioBHax npnoHBi Moryx npeTepneBaxB KOH^opMai^noHHBie 
H3MeHeHHH, b pe3yjn>xaxe Koxoptix B03HHicaex naxojiorEraecKaa H30(J>opMa scrapie, 
oxBexcxseHHaa 3a pa3BHXHe HenoxopBix HeftpoAereHepaxHBHBix 3a6ojieBamig. 
3pejiHfi npHOHOBHH 6ejioK o6bihho coflepacax 6oJiee 200 aMHHOKHCJioxHHx 
ocxaxKOB- naxojiorHHecKne cBoficxBa npaoHOB CBJmHH c 4>parMeHxaMH 3 
roMOJioraHHBiMH (JyparMeHxy 114-134 PrP I 6HKa, b ocoSeHHoexn aMHJionzmoMy 
ra^po(^o6HOMy ynacxxy AGAAAAGA axoro <J>parMeHxa (10). AjwocxaxHH 1 
3AMEHJOOIIJHH JIHCT (HPABHJIO 26) 
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roMonorHHeH noBTopniomHMCH y^acTKaM 64-75, 72-83, 80-91, 87-98, 96-108 h 
cTpyKTypHO coBepmeHHO OTJiHHeH ot ynacTKa 114-134 PrP I. TecHoe cTpyicrypHoe 
cxoactbo 3thx ynacTKOB h npeanaraeMBix nenTH^OB (HanpHMep, b y^acTKe 96-108 
PrP I 6wKa coBna^aioT c ajuiocTaniHOM 11 aMHHOKHCJioT H3 13 hjih 84%) 
5 npe^nojiaraeT h cxoactbo 6nojiorHHecKOH aKTHBHOcTH. IIo3TOMy c bhcokoh 
cTeneHbio BepOHTHocTH moskho npe#nojiOECHTb, hto <J>parMeHTfci npnoHOB 
MJieKonHTaionmx, roMOJionnmHe npeAJiaraeMBiM npoTHBoonyxojieBUM nenmaaM, 
Taicace oSna^aioT cxo^hoh npoTHBoonyxojieBoft aKTHBHOCTtio. MexaHH3M 
Bepo^THoro npoTHBOonyxojieBoro achctbhh sthx 4>parMeHTOB HeH3BecTeH, ojmaico 
10 ecTb AaHHBie, corjiacHO KOToptiM npHOHbi HMeioT oTHomeHHe k peryjraijHH 

aKTHBHOCTH T-JIHM<f)OD[HTOB (11). T-JIHM^OUBTBI, B CBOK) O^epe^b, HipaiOT 

KjnoHeByio pojit b peaKm^x npoTHBOonyxojieBoro HMMyHHTeTa. 

CTpyKTypHO-^yHKDCHOHaJIBHOe CXOflCTBO c 4>paTMeHTaMH npHOHOB MJieKOIIHTaiOmHX 

no3BonaeT BBiflejnrrB noTemtHajiBHo BapHa6ejiBHBie ynacTKH cHKBCHca 
15 npeAJiaraeMHx nennmoB, b kotopbix 3aMeHa cocTaBa h nop^mKa cjieflOBamra 
aMHHOKHCJioT He oieaaceT cymecTBeHHoro bjihhhhh Ha <J>yHica;HOHajibHMe CBOHCTBa 
MOJieKyjibi b ijejiOM. C yneTOM pacnpeaejieHHH Bapna6ejiBHEix h KOHcepBaTHBHBix 
ynacxKOB aMHHOKHCjioTHtix nocjieflOBareJiBHOCTeH, npuBe^eHHBix b Ta6jnme 1, 
o6maa cTpyiciypHafl <f>opMyjia (1) BKjnonaeT £Be BapnaGejiBHtie 30Hti Xi h X2, 

20 pa3^e^eHHfcie KOHCepBaTHBHOH HOCJieflOBaTeJIBHOCTBIO H3 aMHHOKHCJIOT 

TpHirro^aHa, rjraipraa h nnoTaMHHa (Trp-Gly-Gln). BapHa6ejn>HBiH y^acTOK Xi 
MoaceT OTcyrcTBOBaTb hjih coaepacaTB ro 5 h 6onee aMHHOKHCJioT. BapHa6ejn>HBiH 
ynacTOK X2 moecct OTcyrcTBOBaTB hjih coAepacaTB £0 7 h 6ojiee aMHHOKHCJioT. Ilpn 
3tom npe^jiaraeMBie nemrmBi Moiyr bxoahtb b cocTaB 6ojiee Kpyrraux 
25 aMHHOKHCJiOTHBix nocjieflOBaTeJiBHoereH b KanecTBe $yma^HOHajn>HO BaacHOH Hacra 
apyrax nojiHnenTiwoB h 6ejncoB, HanpHMep npnoHOBBix 6ejncoB c #jihhoh ueira ro 

250-300 aMHHOKHCJIOT. 

CoeflHHeHHH npe^JiaraeMOH CTpyKTypti, npeflCTaBJieHHBie ajuiocTaTHHOM 1, 
CHHTe3HpOBaHW C HCnOJEb30BaHHeM TBepno<j>a3Horo MeTOAa CHHTe3a H 

30 oxapaKTepH30BaHBi MeroaaMH BbicoK03$$eKTHBHOH 3KHAKocTHOfl xpoMaTorpa<j>HH H 
Mace cneKTpOMexpHH. Ohh Moryr 6bitb noJiyneHBi b BHfle 3<J>HpoB, conefi, aMHAOB 

HJIH HHBIX 4>apMaaeBTHHeCKH npHeMJieMBIX npOH3BO/UDEJX. IlOMHMO XHMHHeCKOrO 

CHHTe3a, npeAJiaraeMBie nenTH,m>i mo>kho nojiynaTB MeTO^aMH reHHOH HHaceHepHH 

HJIH H3BJieKaTB HX H3 HpHpOAHBIX HCTOHHHKOB. 

3AMEHiHOmHfl JIHCT (IIPABHJIO 26) 
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(ZJpyrHMH CTpyiaypHBiMH aHajioraMH npe^JiaraeMBix nenTBmoB jrajunoTca 
ajuio4>epoHBi, o6maa cTpyKrypnas <J>opMyna Koxopux aana b nareHTe (12). 
Pe3yjn>TaTbi cpaBHHTejitHoro aHajurea CTpyicrypHLix <J)opMyji ajuio^eponoB h 
npeflJiaraeMHX nennmoB, ajuiocTaxuHOB, npHBe^ema b Ta6jnmax 2h3. B Ta6jnme 
5 2 conocraBJieHa cTpyKTypa ajuio<J>epoHa 1 (SEQ ID NO 12) h ajijiocraTHHa 1 (SEQ 
ID NO 1), AByx xapaKTepHwx npe^cTaBHTejiefi cpaBHHBaeMBix ceMeficxB neirrHaoB. 

H3 CpaBHeHHH BH£HO, HTO 3TH nenXBmU pa3JIHHaK)TCH aMHHOKHCJIOTaMH B H03HIXHHX 

6 h 11, npeACTaBJieHHtix y ajuio<J)epoHa 1 rHCTHjpiHOM h BajiHHOM, a y ajuiocTaraHa 

1 TpHnTO(J)aHOM H TpeOHHHOM, COOTBeTCTBeHHO. Il03HimH 6 H 11 COCTaBJIHIOT 

10 HeH3MeHHyio nacTt h xapaKTepiibrft npH3Haic Bcex ajuio^epoHOB coraacHO naTeHTy 
Pochh N° 2172322. 3aMena aMHHOKHCjiOT b 3thx no3Ho;Hflx Ha TpnnTo^aH h 

TpeOHHH npHBO^HT K ECeJiaeMOMy H3MeHeHHIO 6HOJIOrBraeCKOH aKTHBHOCTH H 

TepaneBTH^ecKoro 3<t><|)eKTa, KaK noKaaano b npHBe^eHHBix mme npHMepax. 
ConocTaBJieHHe o6mnx CTpyicryp hbix <f>opMyji (Ta6jrana 3) noKa3tiBaeT, hto cocxaB 
15 KOHcepBaTHBHHx ynacrKOB h pacnojioEeemie BapHa6entHHX ynacTKOB b cocraBe 
MOJieKyjnj ajuiocTaTHHOB h ajuio<i>epoHOB KanecTBeHHO pa3jmHaiOTca. Ha : 3TOM 
ocHOBaHHH ohh Moryr 6htb OTHeceHH k jspyu pa3HtiM ceMeftcTBaM nenximoB. 

CBe^eHHa, no^TBep^aionme bo3mo3Khoctb ocymecTBjieHHH H3o6peTeHHH. 
20 . IIpHMep 1. Chht63 ajuiocTaTHHa 1 

IlenTKyj, cocToamntt H3 13 aMHHOKHCjiOT, cooTBeTCTByiomHX CTpyKType ajuiocTaraHa 1, 

6HJI CHHTC3HpOBaH MeTO£OM TBeptfO<|>a3HOrO CHHTe3a Ha aBTOMaTHHeCKOM 

MHoroKaHaJiBHOM CHHre3aTope Multisyntech GmbH Witten c HcnoJiB30BaHHeM Fmoc- 

(N-[9-4>JiyOpeHHJl] MeTOKCHKap60HHJl)-3aMemeHHHX aMHHOKHCJIOT. OHHCTKa 

25 cHHTC3HpoBaHHoro nenTH^a npOH3BOflHJiacfc mcto^om o6paxHo4>a3Hott B33KX Ha 
xpoMaTorpa<j>e Shimazu LC8 c kojiohkoh Chromasil CI 8, 10 mm. ^HCTOiy nojiyneHHoro 
nenTH^a KOHTpojrapoBajm TaioKe mcto^om B35KX (Oht. 1). KoppeKTHOcxt cHHTe3a 
no^TBepac^eHa MaccneicipoMeTpHHecKH mcto^om MALDI-TOF Ha npH6ope Finnigan 
TSQ 7000 (Oht. 2). 3KcncpHMCHTaju>Ho ycTaHOBJieHHaa Macca neirnma cooxBeTCTByeT 

30 pacneTHofl, pa3jrHHii)i HaxoaaToi b npe^ejiax ohihSkh n3MepcHHH. 

IIpHMep 2. Bjihahhc ajiJiocTaTHHa Ha npojimbepaqmo onyxojieBMx kjictok in vitro 

LJeJIBK) 3KCnepHMeHTOB, H3JIO^CeHHBIX B HaCTOHHteM pa3AeJie, flBJIHeTCH CpaBHHTeJIBHMH 

aHajiH3 bjihhhhh ajuiocTa-raHa h ajuio<f>epoHa Ha npoJiH<£epamiK> onyxoneBBix kjictok. 
3AMEHHK>II^HH JTHCT (IIPABHJIO 26) 
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CpaBHHBajiH 3(|>4)eKT ajuiocTaTHHa 1 h ajuio<|>epoHa 1 b KomjeHTpamaix 0.001, 0.01, 0.1, 
1 h 10 mkt/mji Ha npojm4>epaTHBHyio aKTHBHOcTt b MaccoBofi KynLiype onyxojieBtix 
KJieTOK jihhhh P388fll. B JiyHKH 24-jiyHOHHHX njiaHmeTOB BMceBanH no 5000 KJieTOK, 
cycneBWHpoBaHHBix b 2 mji cpejjti RPMI 164. B ontrrax Hcnojn>30Bajin cpe^y, 
5 coflepacamyio 5% <J>eTaJiBHOH cuBopoircH TejieHKa npoH3BO^cTBa <|>HpMi>i «Ehojiot»._ 
ripenapaTBi bhochjih b jiyHKH b 0.2 mji toh ace cpe^u cpa3y nocjie noceBa KJieTOK, b 
KOHTpojie bhochjih sKBHBaneHTHoe KOJiHHecTBo cpe^Bi 6e3 npenapaTOB. KojmraecTBO 
KJieTOK b 1 mji HHKy6ai|HOHHOH cpe,zp>i onpeflejMJm c noMOirp>io KaMepu TopaeBa. Ha 
ocHOBe 3-x He3aBHCHMtix onpe^ejieHHH paccHHTBiBanH cpe^Hee kojihhcctbo kjictok b 1 

10 mji HHKy6ai*HOHHOH cpe^H nepe3 21, 44, 90 h 1 14 nacoB nocne Hanajia onHTa. 

Ha Our. 3 npeACTasJieHa xapaKTepHaa KapTHHa bjhmhhji ajuiocTauma h ajuio$epoHa Ha 
AHHaMHKy pocTa nonyjnmHH onyxojieBbix kjictok. B KanecTBe KpirrepHJi oiuchkh 
aHTHnpojm4)epaTHBHOH aKTHBHocTH npenapaTOB 3flecb Bw6paHa BejnraHHa KpaTHocra 
pocTa nonyjDupiH 3a 90 nacoB Ha6jnofleHHH, onpe^ejiHeMaa kqk cooTHomemra 

15 KOjnraecTBa kjictok Ha jiymcy b nanajie h KOHije nepno/ja HHKy6amm. 3a 3TOT nepnoa b 
KOHTpone kojihtcctbo KJieTOK B03pocjio npHMepHO b 30 pa3. B npHCyTCTBHH 
npenapaTOB KOjrereecrBO kjictok h, cootbctctbchho, CKopocTB npojm<|>epan;HH 
cHH^cajracB A0303aBHCHM£iM o6pa30M. npH 3TOM anjiocTaTHH b #Hana30He 
KOHixeHTpaijHH 0.001-1 mkt/mji b 3-7 pa3 npeBOcxoAHJi ajuio^epoH no 

20 aHTHnpOJIH<J)CpaTHBHOH aKTHBHOCTH. AjUIOCTaTHH B KOHIICHTpailHH 10 MKr/MJI 

npaKTH^ecKH nojiHOCTtio npeKparan pocT nonyjiaonn onyxojieBMx kjictok b 
Haejno^aeMHH nepnofl. 

TaKHM o6pa30M, aaHHHH npHMep AeMOHCTpnpyeT HajHrane y anjiocTainHa 
aHTHnpojiH4>epaTHBHofi aKTHBHOCTH h ero npeHMymecTBO b stom oTHomeHHH no 
25 cpaBHCHHio c aJuio^epoHOM. 

ITphmcp 3. B3aHMQjeHCTBHe ajuiocraTHHa g npoTHBOonvxojieBM X iraTocTaTHKOB in 

vitro 

B 3tom npHMepe npHBc^eHW MaTepnaJiH, ^CMOHCipHpyiomHe B3aHMO^eHCTBHe 
30 ajuiocTaTHHa h KJiacciraecKoro ijHTOCTaTHKa, ixHKJio^oc^aMiwa, b othoiuchhh 
noAaBJieHHH kjiohotchhoh aKTHBHOCTH onyxojieBBix KJieTOK. IIoKa3aTeJii> kjiohotchhoh 
aKTHBHOCTH no3BOJMeT onpeflejiHTb, K3K2& Rojw onyxojieBbix KJieTOK H3 o6mero nyjia 
cnoco6Ha aaBarb H£H3Hecnoco6Hbie kjiohh h TaKHM o6pa30M ynacTBOBaTB b pocTe h 
pacnpocTpaHeHHH onyxojin. OcHOBHan ijejib xeMOTepannn coctoht b yHHHToaceHHH 
3AMEIWK)IIJHfi JIHCT (IIPABHJIO 26) 



" WO 2005/068491 PCT/RU2004/000541 

7 

HMCHHO 3THX aKTHBHO npOJIH<J>epHpyiOmHX KJieTOK. 

Merc/mica nocTaHOBKH sKcnepHMenra cocTo^jia b cjie^yiomeM. Kjictkh jihm<|)oimhoh 
Heonjia3MH MBinra jihhhh P3 88/1,1 KyjiBTHBHpOBajra b cpe#e RPMI 1640, coaepacamefi 
rJiyraMHH, reHTaMHijHH h 10% 3M6pHOHajn>Hoft cmbopotkh Tejiemca «High clone». Ilpn 
5 nocTaHOBKe ontrra b hhchkh 24-jiyHOHHtix Kyjn>iypajiBH£ix njiaHmeTOB bhochjih no 100 
KJieTOK P388J51 b 1 mji cpeAH yica3aHHoro cocraBa. Cpa3y nocjie 3Toro b jiymcH 
bhochjih no 0,1 mji cpe^i 6e3 npoBepaeMbix npenapaTOB ( KOHTpojiBHHe JiymcH ) hjih c 
npenapaTaMH. KaacflMH BapnaHT onHTa 6biji nocTaBneH b Tpex hc3hbhchmbix 
noBTopHOCTHx. KojnraecTBO kjiohob noflCHHTbraaJiH ^epe3 7 £Heii nocjie Hanajia 

10 KyjBbTHBpOBaHHH. 

KaK bhaho H3 Ta6jmm>i 4, b ycnoBHHX flamioro 3KcnepHMeirra okojio 15% onyxojieBtix 
KJieTOK o6pa30Bajm »cH3Hecnoco6Hue kjiohbi. Hh i^HKjio$oc$aMHA 9 hh ajuiocTaTHH, 

B35ITBie B OTJQCeJIBHOCTH, He OKa3aJIH 3aMeTHOrO BJIHflHHH Ha HpOIjeCC KJIOHHpOBaHHK. B 

to ace BpeMH hx co^eTaHHe cymecTBeHHO chh3hjio KJioHoreHHyio aKTHBHOcrb 
1 5 onyxojieBHX KJieTOK, nponopipioHajiBHO ao3e ajuiocTaTHHa. 

HacTonmnfl npHMep noKa3HBaeT, hto ajuiocTainH HMeeT nepcneKTHBH Hcnojn>30Bamw 

B KOM6HHHpOBaHHOH XeMOTepailHH OIiyXOJieH B COHeTaHHH C UHTOCTaTHKaMH rana 
I^HKJIO$OC$aMHfla. 

20 IIpHMep 4. IIpoTHBOonyxojieBoe AencTBHe ajuiocTaTHHa Ha moacjih nepeBHBHi>ix 

onyxojiett y Mbimeu 

JIa6opaTopHBiM MtimaM jihhhh DBA-1 noflKoaaio npHBHBajiH no 3000 onyxojieBBix 
KJieTOK CHHreHHOH jihhhh P388^1. Ha cjieAyiomnfl aem HCHBOTHwe 6bijih pa3AejieHBi 
Ha 4 3KcnepHMeHTajH>HBie rpynm>i. B nepson rpynne ohh nojiyqajm tojibko ajuiocTatHH 

25 hoako^cho b #03e 25 mkt Ha 4, 11 h 18 cynoi nocjie TpaHcmiaHTamiH onyxojieBBix 
KJieTOK; BO BTOpOH ipynne KOMSHHaUHK) IJHTOCTaTHKOB ijHKJio<J)oc<j)aMHAa (0.56 Mr), 
#0Kcopy6HijHHa (0.036 Mr) h BHHKpHCTHHa (1.05 mkt) b j\tKh TpaHcmiaTai^HH, nepe3 7, 
14 h 21 cyrKH; b TpeTbefl rpynne ajuiocTaTHH h KOM6HHaitfno mrrocTaTHKOB no toh ^ce 
cxeMe. B HeTBeproH rpyirae (Kompojib) ^chbothbim b Te ace cpoKH bboahjih 

30 pacTBopHTejit (0.9% NaCl). 

B KOHTpoJiBHofi rpynne najiBimpyeMwe onyxojra b MecTe TpaHciuiaHTaijHH kjictok 
HanajiH noOTJiHTBCH nepe3 20 flHeft, nepe3 25 ^efi Bee MBmra HMejin THmraHHe 
no^KOHCHO pacnoJioaceHHLie onyxojiH pa3MepoM ot 5 no 26 mm b /jnaMeTpe (Onr. 4). B 
rpynnax, nojiynaBiimx oT,zjejn>HO ajuiocTaTHH hjih UHTOcTaTHKH, onyxonn noHBJiiuiHCB c 
3AMEHflK>mHH JIHCT (DPABHJIO 26) 
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3aaep;KKOH 9 y He6ojn>mofi nacra hchbothhx onyxojm He c(J>opMHpoBajiHCi> Ha 
npoTJDKemni Bcero cpoiea Ha6jnofleHHH. B to aee Bpeivia coHeraHHe aJinocTaTHHa h 
nHTOCTaxHKOB o6ecneHHJio pe3Koe h bo mhothx cjiynaax Heo6paniMoe 
nponHBoonyxojieBoe fleficTBne. B stoh rpynne tojibko y 40% MBnnefi c<i>opMHpoBajiHCB 
5 onyxojni b TeneHHe nepnoaa HaGmoRenwi (P< 0.001 no OTHomeHHio k KOHTpojno h P< 
0.05 no oxHomemno k rpynne, noJiynaBineH tojibko iprrocTaTHKH). 
flaHHHH npHMep, kbk h npHMep 3, CBimeTCJiBCTByeT, hto amiocraTHH oK&3BiBaeT 
BupaaceHHoe nponiBOonyxoJieBoe ^encTBue npn npnMeHeHHH b coneTaHHH co 
cpeacTBaMH CTaH^apTHOH xeMOTepannn, mnpoKo Hcnojn>3yeMHMH npn nenewm 

1 0 JiefiK030B H AP}THX OHKOJIOITIHeCKHX 3a6ojieBaHHH. 

IIphmcp 5. HMMVHOMojrvjiHpyiomafl (HHTepcbepoHoreHHasrt aKTHgHOCTB 
ajiJiocraTHHa 

AjIJIo4)epOHBI OTHOCflTCH K HMMyHOMOjEjyjUITOpaM, MexaHH3M .ZjeHCTBHJI KOTOpBIX CBH3aH 

15 c HHflyKipaeH cnHTe3a HHTep^epoHOB jieftKomrraMH KpoBH (9). OjjHa H3 uenefi 
HacTOjmjero raoSpeTeHHH cocTOHJia b coxpaHemm HMMyHOMo^yjinpyioiijero .zjeficTBHfl b 
cneKTpe 6HOjioranecKOH aKTHBHOCTH anjiocTaTHHOB. HacToanjHii npHMep 
HJiniocTpHpyeT HMMyHOMOflyjinpytoniyK) aKTHBHOCTB ajuiocTaniHa 1 Ha Mo^ejiH 
HHAyKUHH CHHTe3a HHTeptJ) epoHa jiefiKomiTaMH nejiOBeKa in vitro, 

20 06pa3ip>i AOHopcKofl KpoBH cMemHBajm c BOflraiM pacTBopoM HcnBiTyeivroro npenapaTa 
h KyjiBTypajiBHofi cpe^oft b OTHomeHHH 1:1:8. KoHeHHaa KomxeHTpaixHS npenapaTOB b 
HHKySaijHOHHOH CMecH cocraBJisuia 0 (KompojiB), 0.01, 0.1, 1 mm 10 mkt/mji b 
pa3JiHHHBix BapnaHTax om>rra. 3iy cMecB HHKySnpoBajm b Teneime 24 HacoB npn 37°C 
b CO2 TepMOCTaTe. 3aTeM kjictkh Kposn 6buih ocaamemj ^HTpn<|>yrHpoBaHHeM. nocne 

25 3Toro cepnajiBHHe pa3Be^eHHH nonyneHHoro cynepHaTanra 6buih noMemeHH b Jiymcn 
96-jiyHOHHoro njiainneTa, coTjepacamne mohocjioh TecT-KyjiBTypBi kjictok L-41, h 
npoHHKySnpoBaHBi 24 h b Tex xce ycnoBHHx. 3aTeM mohocjioh kjictok 6mji 

HH$HimpOBaH BHpyCOM BC3HKyJIHpHOrO CTOMETHTa B £03e, paBHOH 100 UJlIJXsq (fl03a, 

BBi3BiBaioED[M rn6ejiB 50% KJieTOK mohocjioh) h npoHHKy6npOBaH 18h npH 37°C. 3aTeM 
30 KJieTKH 6bijih oKpameHLi 0.1% pacTBopoM KpacHTejia KpHCTanBHBxfi ^hojictobbih. JJojih 
pa3pymeHHoro BHpycoM mohocjioh 6mia onpe^ejieHa nyreM H3MepeHHra onraHecKOH 
iuiothocth SKcrparHpoBaHHoro KpacHTejia npn ^jraHe bojihbi 590 hm. nojiyneHHue 
3HaHCHHH cpaBHHBajracB c 3$<|)eKTOM pe(J>epeHC-npenapaTa HHTep4>epoHa-ajiB<i)a h 
nojiyneHHBiH THTp HHTep4>epoHa pacHHTBiBajicn b e^HHin^ax (ME) aHTHBiipycHofi 
3AMEHflK)^HB[ JIHCT (HPABHJIO 26) 
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aKTHBHocra HHTep<J)epOHa-ajiB<j)a. Ha Oht. 5 cyMMHpoBaHBi pe3yjn>TaTH nccjieaoBaHHH 
o6pa3i*oB KpOBH 6 flOHopoB, B3^TBie b AByx aHamrrHHecKHx noBTopHocTHx (Bcero 12 
onpe^ejieHKH jsflsi Kaayjofi tohkh). 

npHBe^eHHBie pesyjibTara CBH^eTejiBCTByioT o tom, hto HHTepcfrepoHoreHHaa 
5 aKTHBHocTB ajuiocTaTHHa h ajuio<J)epoHa cymecrBeimo He pa3JnraaeTca. CjieAOBarejn>Ho 5 
ajuiocTaTHH, npHo6peTaa cneim^HHecKHe cBoficTBa, nojie3HBie jxjvi ero npHMCHemM b 
KanecTBe npoTHBOonyxojieBoro npenapara, b to ace BpeMH coxpaHaeT npncymyio 
anjio$epoHy HMMyHOMO^jmpyiontyio aKTHBHocTB. Ha 3tom ocHOBaHHH ajuiocTaTHH 
Mo^ceT 6bitb HcnojiB30BaH b oHKOJioniH h Apyrax o6jiaerax 5 r^ce 3to mohcct 6bitb 
10 noJie3Ho) b KanecTBe npenapaTa flBOHHoro ^eftcTBHa: npHMoro (ixhtotokchhcckhh h 

aHTHnpOJIH^epaTHBHHH 3<|><|)eKT, UOTCHIJHpOBaHHe 3$4)eKTa ECHTOCTaTHKOB) H 

onocpe^OBaHHoro (HMMyHOMo^jrapyroiqero). v 

IIPHMeD 6. AHTHBHPVCHaH aKTHBHOCTfe aJIJlOCTaTHHa 

15 B Hccjie^OBaHHax npoTHBOBupycHoro flencTBHH ajuiocTaTHHa b Kanecrae MO^ejiH 
Hcnojn,30BajtH jieTajiBHyio rpnnno3HyK) HH^eicmDO y 6ecnopoflHtix 6ejiux MBimeft 
o6oero nojia Maccoft 14-16 r. B pa6oTe Hcnojn>30BajiH BHpyc rpnnna A/Aichi/2/68 
(H3N2), aaanTHpoBaHHtiH k 6ejn>iM MBimaM. AjuiocTaTHH h anuiocfrepoH pacTBopjura b 

^HCTHJUIHpOBaHHOH BOfle H BBO^HJIH KHBOTHHM no 0,25 MJT nO,EKO>KHO H3 paCHCTa 25 

20 MKT Ha mbhub (1,5 mv/kt Beca). B KanecTBe miaijeSo b kohtpojibhoh rpynne bboahjih 
AHcmrmnpoBaHHyio BOfly. Run onpe^eneHiM npoTHBOBHpycHofi aKTHBHO cth 
npenapaTOB HcnojiB30Bajin npo4>nnaKTHHecKyio cxeMy BBe#eHna - o^HOKparaoe 
BBeaeHHe npenapaTOB 3a 24 naca no 3apaEceHHJi. Bnpyc bbo^hjih echbothbim 
HHTpaHa3anBH0 noA JierKHM 3<J)HpHHM HapK030M b ao3e 3 h 30 LD 50 . B icaacayio rpynny 

25 Ha6jnofleHna 6pajm no 10 MHmeiL Ha6jnoaeHHe 3a echbothbimh ocymecTBjwjiH b 
TeneHHe 14 nae&. OmccHpoBajin cMepiHocTB tkhbothbix b kohtpojibhbix h ohmthbix 
rpynnax. 

Pe3yjiBTaTti sKcnepHMeirra npeacTaBJieHH b TaGjnme 5. 06a npenapaTa o6ecneHHBajiH 
o^HHaKOBo 34>$eKTHBHyio 3aimny ot JieTajiBHoft rpnnno3Hofi HH^eKapan y MBimeft. 
30 TaKHM o6pa30M, ajuiocTaTHH coxpaHHeT aHTHBHpycHyio aicraBHocTB, xapaicrepHyio nnsi 
ajuio(J)epoHa. Ha stom ocHOBaHHH mobcho npeanojiararB, hto ajuiocTarnH MoaeeT 6bitb 
ncnojn>30BaH b icanecTBe aHTUBnpycHoro cpe^cxBa, KaK h ajuio^epoH. IlpH stom 
Han6ojiee ueJiecoo6pa3HO ero npHMeHeHne BMecTo ajino^epoHa b cjiynae norpamiHHBix 
coctohhhh, o6BeOTHHiomHX BHpycHyio h OHKOjionrqecKyio naTOJiormo, HanpHMep npn 
3AMEHHK)IIIHH JIHCT (HPABHJIO 26) 
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onyxojwx BHpycHoft sthojiothh hjih rsix jieneHra BHpycHBix 3a6ojieBaHHH y 
OHKOJIOrHHeCKHX 6ojibhlix. 

JIy«nnHH BapnaHT ocymecTBJieHHH H3o6pereHHfl 

5 3aaBjieHHHH nporaBOonyxpjieBHH h aHTHBHpycHtnl nenTHA npeflcraBJieH KaK jiyqmHH 
BapHaHT b npHMepe 1, nocKOjiBKy oh HaH6ojiee nojmo pacKptraaeT TepaneBTHHecKyio 
3(|)<|)eKTHBHOCTb onpo6oBaHHoro b Jia6opaTopHHX yanoBHHX ochobh ajih nojiyHeima 
TaKHX npenapaTOB H3 nncjia aaHHoro KJiacca neirrHflOB, kotophh npeflCTaBjraeT co6ofi 
nenTH^, coctohiuhh H3 13 aMHHOKHCJioT, co OTBeTCTByiomHX cTpyicrype annocTaTHHa 1. 
10 nennm 6biji cHirre3HpoBaH Mero^oM TBepAO<f)a3Horo cHHTe3a Ha aBTOMaTinecKOM 
MHoroKaH&nbHOM CHHTe3aTope Mvdtisyntech GmbH Witten c Hcnojn>30BaHHeM Fmoc- 

(N-[9-4>JiyopeHHJl] MeTOKCHKap6oHHJl)-3aMCmeHHMX aMHHOKHCJIOT. O^HCTKa 
CHHTC3HpOBaHHOrO neHTH^a HpOH3BOAHJiaCb MCTOflOM o6paTHo4>a3Hofi B3)KX Ha 

xpoMarorpacfre Shimazu LC8 c kojiohkoh Chromasil CI 8, 10 mm. Hhctotv nojiyneHHoro 
15 nenTHtfa KOHTpojrapoBajiH TaioKe mctoaom B33BCX (Onr. 1). KoppeKXHOCTB CHHTe3a 
noOTBepac^eHa MaccneicrpoMeTpHHecKH MeTO^OM MALDI-TOF Ha npn6ope Fiiuoigan 
TSQ 7000 (Ohi\ 2). SiccnepHMeHTajiBHo ycTaHOBJieHHaa Macca nenTH^a cooxBeTCTByeT 
pacnexHOH, pa3JiHHHfl naxowncx b npeaejiax oiiih6kh H3MepeHira. 

20 BEpoMumjieHHaH npHMeHHMOCTb 

npoMBimjieHHaH hphmchhmoctb 3aaBJieHHoro H3o6peTeHHfl noOTBep^caaeTCH 
pe3yjn>TaTaMH jia6opaTOpHHX HCCjie^OBaHHH h pacneTOB, KOToptie OTpaaeeHH b 
npHMepax 1-6 h npHBefleHHBix moce Ta6jnmax 4 h 5. 3th MaTepnajra noKa3BiBaiOT, 
25 hto npHMCHeHHe ajuio CTamH a no3BOJiaeT noflaBJiOTB npojin^epamno onyxoneBBix 
KJieTOK h hx 3JiHMHHaipno cHCTeMofi HMMyHonorHHCCKoro Ha^3opa opraHH3Ma, HTO 

HBJIfleTCH OCHOBHOH JSfiJlhK> TepanHH H HpO<|>HJiaKTHKH OHKOJIOrHHeCKHX 

3a6oJieBaHHfi. Cxooto&im o6pa30M npHBe^eHHBie MaTepnajiH cBH^CTCJiBCTByioT o 

npHMeHHMOCTH H306peTCHHH flJIH TepanHH BHpyCHBIX HH^eKipiH HyreM CTHMyJIHECHH 

30 MexaHH3MOB aHTHBHpycHoro HMMyHHTeTa. OnncaHHMH b MaTepnajiax 3aaBKH mctoa 
cHHTC3a 3a3iBJieHHBix neirrimoB AOCTyneH MacnrraSHpoBaHHio b npoMBmuieHHHX 

yCJIOBHHX. 



3AMEHflDEOmHH JIHCT (UPABHJIO 26) 
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Ta6;imia L ToMOJiorHH cmcBeHca npeflnaraeMoro nenra^a h npuoHOBbix GejncoB 
MJieKonHTaiomHX. 
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Ta6jiHua 2. CpaBHHTeji&HHH aHJums aMHHOKHCJioTHBix nocjieaoBaTejiBHOCTefi . 



anjio$epoHa 1 h aJuioeraTHHa 1 . 
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5 TaGjnma 3. CpaBHHTejiBHBifl aHajms o6mnx CTpyicrypHBix <po P Myji aJuio$epoHOB 
anJiocTaniHOB. 
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TaSjiHua 4. KoMSnHHpoBamioe flefiCTBHe mneJiojpoapaMHfla h ajiJiocraniHa h 
cnocofiHOCTb onyxoJieBMX kjictok jihhbh P388.IU k o6pa30Ba H HH> aoiepHire 



KJIOHOB 
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KoHijeHTpa 


KOJI-BO KJIOHOB B 


Cpcmiee koji-bo 
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LJhkjio 1 
<j)OC<t>a 

1V1 rl/j, 


1,5 MKT/MJI 


1 o 

12 

- 


19 


1 A 

14 


15,0 ± 2,1 


Ajijio- 

CTaTHH 


0,1 mkt/mji 


21 


20 


14 


18,3 + 2,2 


1 mkt/mji 


14 


19 


!? 


17,3+1,7 


10 MKT/MJI 


16 


15 


21 


17,3 ± 1,9 
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<j)oc<i>a 
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8 


9 
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+ 1 mkt/mji 


o 


o 


10 


774.1 


1550 ht/mji 
+ 10 mkt/mji 


3 


4 


4 


3,7 ±0,3 



Ta6juma 5. npOTHBOBHpycHaa aicrnBHOCTB npenapaxoB ajuiocTaxnH h ajmo<|>epoH ,b_ 
OTHomeHHH BHpyca rpimna A/Aichi/2/68 (H3N2) Ha MOflejm jieTajiBHOH 
rpHnno3Hott hh^ckixhh y 6eji£ix mbhuch. 



5 
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CMepTHOCTb 
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rn6ejm, % 


CMepraocTB rio cyMMe 
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OOPMYJIA H30BPETEHBOT 

1 . IlenTHAH, xapaKrepH3yeMBie o6njefi cTpyioypHOH 4>opMyjioH 
Xi Trp Gly Gin X 2 

hjih hx ^apMaqeBTHHecKH npueMJieMLie cojih, hjih 3<|)HpBi, huh aMH^ti, 
5 r#e Xi oTcyrcxByeT, jih6o coAepaeHT He MeHee 1 aMHHOKHCJioTBi, 
X2 OTcyrcTByeT, jih6o coAepacHT He Menee 1 emhhokhc jiotbi . 

2. IlenTHA no n. 1, coflep^icaiEHH #0 30 aMHHOKHCjiOTHBix oeraTKOB, npeOTOHTHTenBHo 5- 

15 aMHHOKHCJIOTHMX OCTaTKpB 

10 3. rienTHa no nn. 1, r#e Xi BBi6paH H3 rpynnti, coAep^camefi 0 aMHHOKHcjioT, His-Gly- 
Val-Ser-Gly-, His-Gly-Gly-Gly-, His-Val-Gly-Gly-, His-Gly-Gly-Gly-Gly-, Gln-Gly- 
Gly-Gly-Gly- h His-Gly-Gly-Gly- 

4. rienxHA no nn, 1, r^e X2 BBiGpan H3 rpymiBi, coAep^camea 0 aMHHOKHcjioT, 
-His-Gly-Thr-His -Gly, -Gly-Gly-Thr-His-Gly, -Pro-His-Val-Gly-Gly, -Pro-His-Gly-Gly- 

15 Gly, -Pro-His-Gly-Gly-Gly-TiTp-Gly, -Gly-Gly-Gly-Thr-His-Ser 

5. ITenTH^ no n. 1, BuSpaHHBift H3 rpynnti, co#epaeameH 

ffis-Gly-Val-Ser-Gly-Trp-Gly-Gln-His-Gly-Thr-His -Gly, ffis-Gly-Gly-Gly-Trp-Gly-Gln- 
Pro-His-Gly-Gly-Gly, ffis-Gly-Gly-Gly-Gly-Tip-Gly.Gln.Gly-Gly.Thr.His-Gly, His-Gly- 
Gly-Gly-Trp-Gly-Gln-Pro-His-Val-Gly-Gly, ffis-Val-Gly-Gly-Trp-Gly-Gln-Pro-His-Gly- 
20 Gly-Gly, Gln-Gly-Gly-Gly-Gly-Trp-Gly-GM His-Gly-Gly- 
Gly-Trp-Gly -Gln-Pro-ffis-Gly-Gly-Gly-Trp-Gly, His-Gly-Gly-Gly-Trp-Gly-Gln-Gly-Gly- 
Gly-Thr-His-Ser 

6. EejiKH h nojinnenTHflbi, b cocTaB kotopbix bxoaht aMHHOKHCJioTHBie 
nocne^oBaTeJiBHOCTH no n. 1 

25 7. IlenTEWH no n. 1, oGjiaflaiomne aHTHnpojm<|>epaTHBHOH h iiHTOTOKCBraecKOH 

aKTHBHOCTBK) 

8. IleirrH^H no n. 1, o6na^ajoiime npoxHBoonyxojieBofl aiemBHOCTwo 

9. nenxEyxBi no n. 1, o6jia#aiomHe aHTHBHpycHOH aKTHBHOCTBio 

10. ITenTHflBi no n. 1, oSjiaflaiomne HMMyHOMcayjmpyioD^efl aKTHBHOcTBio 

30 11. BejiKH h nojnmenxBWBi no n. 6, oGjia^aionpje nporaBOonyxojieBOH aKTHBHOCTBK) 

12. BemcH h nojmnenxHAH no n. 6, o6jia^aionme aHTHBHpycHoft aKTHBHOCTBK) 

13. Bejnaa h nomraenTH^Bi no n. 6, o6na^aionpie HMMyHOMo^tyjiHpyio^eH aKTHBHOCTBK) 

14. XnMHHecKHe coe^HHeHM, He flBJiajonjHecfl npnpo^HBiMH nenxn^aMH hjih 6ejncaMH, 
o6jiaflaK)mHe aHTHnponn^epaTHBHOH, uHTOTOKCHHecKofl, npoTHBOonyxojieBOfi hjih 
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aHTHBHpyCHOH aKTHBHOCTMO, B COCTaB KOTOpHX BXOflHT aMHHOKHCJIOTHaH 

nocjieflOBaTeju>HocTB 5 cooTBeTCTByiomaa n. 1 

15. OapMaiieBTHHecKHe komho3hdchh, b KJnonaiomHC nennwH no n. 1 

16. OapMaijeBTiraecKHe KOMno3HiiHH 5 BKjnonaiomHe 6ejiKH h nojinnenTH.nbi no n. 6 

5 17. c&apMaueBiHHecKHe KOMno3HmiH, BRjnonaiomHe xHMHHecKHe coeflHHeHEm no n. 14 

18. HyKJieoTiWHHfi CHKBenc, KOflHpyronjHH jno6ofi H3 neirrHAOB no n. 1 

19. Beicrop, noaxoflgmrm rjw 3KcnpeccHH jnoSorq H3 nenTBmoB no n. 1 b kjictkc- 
xo3«HHe ? KOTOpaa 3KcnpeccnpyeT 3TOT nenTH# nocjie xpaHC<|>opMaijHH, BmnoHaa 
<^pameHT KoanpyiomHH nenrafl no n. 1 

10 20. KjieTKa-xo3HHH ? TpaHc$opMHpoBaHHafl BeicropoM no n. 19 
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Ilo och X: mkt/mji 

no och Y: KpaTHoexb pocxa nonyjraijHH 3a 90 nacos 
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Oht. 4 



TIo och X: flHH nocjie HMiuiaHTai^HH onyxonn 
no och Y: % MBimeft c onyxojiaMH 

1 - KOHTpOJIb (n = 17) 

2 — aonocTaTHH (n = 20) 

3 - xeMOTepairaa (n = 20) 

4 - xeMOTepanHH + ajuiocTaTHH (n = 20) 
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EEepeHeHb nocjie^oBaTejiBHOCTeii 

<1 10> HepHHm Ceprefi Hb&hobhh; Chernysh Sergey Ivanovich 
<120> FIpoTHBooiiyxoxfeBLie h aHTHBHpycHHe nexvmma 
<160> 12 
5 <210> 1 
<211> 13 
<212> PRT 

<213> HcKyccTBeHHaa nocneflOBaTejn>HOCTB 
<220> 

10 <223> AmiocTaTHH 1 
<400> 1 

His Gly Val Ser Gly Trp Gly Gin His Gly Thr His Gly 
15 10 



15 

<210> 2 

<211>264 

<212>PRT 

<213> Tragelaphus strepsiceros 
20 <220> 

<223> fragment AA 80-91 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
<309> 1995-02-31 
<400> 2 

25 His Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 
1 ~ 5 .10 

<210> 3 
<211>264 
30 <212> PRT 

<2 1 3> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 96-108 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
35 <309> 1995-02-31 
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<400> 3 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 
1 5 10 

<210> 4 
5 <211>256 
<212> PRT 

<213> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 64-75 of Trast prion protein 2 precursor (PrP2 Trast) 
10 <308> Swissprot P40243 
<309> 1995-02-31 
<400> 4 

Gly Gly Gly Trp Gly Gin Pro His Val Gly Gly 

15 <210> 5 
<211>256 
<212> PRT 

<213> Tragelaphus strepsiceros 
<220> 

20 <223> fragment AA 72-83 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400>5 

Val Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

25 

<210> 6 
<211>256 
<212> PRT 

<2 1 3> Tragelaphus strepsiceros 
30 <220> . 

<223> fragment AA 88-100 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400>6 
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Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 
<210>7 
<211>264 
<212>PRT 
5 <2 1 3> Bos taurus 
<220> 

<223> fragment AA 96- 108 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot P10279 
<309> 1989-03-10 
10 <400> 7 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 

<210> 8 
<211>264 
15 <212> PRT 

<213> Bos taurus 
<220> 

<223> fragment AA 64-75 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot PI 0279 
Z3 <309> 1989-03-10 
<400>8 

Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

<210> 9 
25 <211>253 
<212> PRT 
<213> Homo sapiens 
<220> 

<223> fragment AA 52-66 of human prion protein precursor (PrP Human) 
30 <308> Swissprot P04 156 
<309> 1986-11-03 
<400> 9 

Gin Gly Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly Trp Gly 
3 AMEHMK) IIJHM JIHCT (IIPABHJIO 26) 
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<210> 10 
<211>253 
<212> PRT 
<2 1 3> Homo sapiens 
5 <220> 

<223> fragment AA 69-83 of human prion protein precursor (PrP Human) 
<308> Swissprot P041 56 
<309> 1986-11-03 
<400> 10 

1 0 His Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly Trp Gly 

<210>11 
<211>253 
<212> PRT 
15 <2 1 3> Homo sapiens 
<220> 

<223> fragment AA 85-97 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
20 <400>11 

His Gly Gly Gly Trp Gly Gin Gly Gly Gly Thr His Ser 

<210> 12 
<211>13 
25 <212> PRT 

<213> Calliphora vicina 
<220> 

<223> Ajino4»epoH 1 
<310>RU 2172322 CI 
30 <311> 1999-12-27 
<312> 2001-08-20 
<400> 12 

His Gly Val Ser Gly His Gly Gin His Gly Val His Gly 
1 5 10 
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OTHET O MEWJiyHAPOmOM nOHCKE 



Me^uiyHapoAHaa aaaaica Jfe 
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A. KJlACCM<X>HKAIJHfl nPEflMETA H30BPETEHH5I: 

C07K 7/06, 7/08, A61K 38/08, 38/10, 38/16, A61P 31/12, 35/00, 37/02 
Cornaciio MeacziyHapoflHoH naremwg KJtaccH fciguHH (MTIK-7) 



B. OBJ1ACTH nOHCKA: 



npoBcpcMHMit MHHHMyM AOKyMeHTaijjiH (CHCTCMa KJiaccmJmicauHH h HHACKCbi) MTDC-7: " 

C07K 7/06, 7/08, 14/00, A61K 38/08, 38/10, 38/16, A61P 31/12, 35/00, 37/02 



flpyraa nposepenHa* jiOKyMcirrauHJi b tom Mepe, b KaKoft OHa BKjiiOHCHa b homckobuc naztfopK 



S^eicrpoHaaa oasagaHHMx, ucnojib30BaBuiasc* npw noHcxe (HaiaaHHC 6a3M h, ecjm, bcmmoxho, h ohckobmc tcdmuhu) 
C. aOKYMEHTbl CVHTAJOUWECX PEJIEBAHTHMMH ~ Lm 



Karreropgg* 



CCMJIKH Ha JOKyMeHTM C yK83aHHeM t me 3TO BO3MO3KH0, pcjieBawHux nacTcfl 



Othochtch k nymcry Xs 



X 
X 
X 



X 
A 



EP 0668350 A I (AKZO NOBEL N. V.) 23. 08. 1995, c. 5, *o P Myjia n.n. 5-7, 10-1 1, 22 

DE 19741607 Al (PRIONICS AG) 25. 03. 1999, c. 1, crpoica 50, *o P Myna n.n. 3, 10 

WO 2001/077687 A2 (V. I TECHNOLOGIES, INC.) 18. 10. 2001, c. 1, a63. 2-3, 
$opMyna> n.n. 8-9 

• CS 5773572 A (PROTEUS MOLECULAR DESIGN LIMITED) 30. 06. 1998, koji. 1, 
<£opMyjia n. 8 v 

WO 1996/013590 A2 (INNOGENETICS N. V.) 09. 05. 1996, (fropMyjia n. 5 
RU 2172322 Cl (MEPHblUJ CEPTEfl HBAHOBHH) 20. 08. 2001 



1-2, 6-20 
1-2,6-17 
1-2, 6-14 

1-2, 6-14, 18-20 

1,6-13, 15-16, 18-20 
1-5, 7-10, 15 



iocnen>iQ3Bie aoKyMCHTM ggoaHM e npojojDKCiiHW rpacfrbi C 



[jjMHHMe o narcHrax-aHanorax wgwi g npanoxcHHM 



Oa>6fclC BTCTOpgH CCUAOWfUX AOKyMCMTOB." 

A noKyucirr % anpczaaunowHS o6wn a yposeni. tcxhmkk h hc cwnuomHiic* 

OCO60 P PMM WTHMM 

6ojicc paHHAfl 3aaBKa turn narcMT, ho onySmucosaHHaji Ha amy 
MexnyHapOAitoK noaaHH ham nocne nee 
flOKyMcirr, noABepraKHimfl coMMewuo npirmaHHe (») Ha npHOpHrcr, 
MJiH "foropbifi ftpHBOAHTca c ucjimo ycTdHOBjicHNA astu nyfinHxauHH 
Apyroro ccwaohhoto Aoxywewra, a mnte a Apymx uenax (icax yraaHo) 

O ttOKyiiCHT, oncocaiUMHcn k ycTHOMy pacKpbmoo* KcnoAttoaaitHio, 

3S3CHOHHpOBaHHK> HTfl, 

isoKy»ccBT, ony&iHKOaaifHbiA ao jam tfexaywapoAMOii noAaon, ho 
npHopMrrra 



T 6oAee noMHMft AO*yMeirr. ony&iMKOttaMHufi nooie hztu 
«c»oiyTtapoiiHoft noAa<m haw npnopRTrra. ho npHBeacHHMfl 
ana nomwanHj npwmnna mam tcophh. na Koropux 

OCHOBMBaCTCJI H306DCTCHMC 

X AOKywctrr, HMCtom>iH h&m6oacc 6jim3koc othohich hc k npcAtfeiy 
noHcica, subachhoc K3o6pctchkc hc ofiAajxacT hosmshoh hah 
H306peraiaiaciM»i ypoaHCM. • cpaaHCHHH c aotcyucmou, nmui 
a omenbMocni 

Y AoryucHT, hmckuihA Haji6oAee Gjucwcoe ofhoiuchhc k npenucry 
ncmcica, laaanemioe mo6peceHMe He ofinaaaeT Kio6peTarenbCKHM 
ypo«HC*i, rorAa AOKyueHT bmt b cohctshhh c oahhm ham HecicoAk- 

N KMMH A0)fyMCHT8MM TOfi BCC KBTCrOpHH. TO KM KOM<SHHaifMB 
AOryMCHTOB OMCBHOMa AM CnCUMaJlHCTS 

& AOKyMCKT, aanwogwigcg naTCHTOM-aHaAoroM 



Jim AdicTBHrejibHoro jaBcpiuemig McxviyHapoA- 
Horo noMCKa: 1 8 Ma* 2005 ( 1 8. 05. 2005) 



flara ompauKH Hacroflutero orweTa o MexnynapoAHOM noMcice: 
09 HK>Hfl 2005 (09. 06. 2005) 



HaMMCHOBaHHc m aApcc McwAynapoanoro noHCKoaorx> opraiia 
OeAepajibHWH mhctmtyt npoMuiiuieHHofi 

C06CTBCHHOCTM 

P4>, 123995, MocKBa, F-59, FCn-5, Bepe^Koacicajj H a6., 
30,1 Oaxc: 243-3337, Teneraftn: 1 14818 nOflAHA 



OopMa PCT/ISA/2 1 0 (BTopofl jiHcrXanpejib 2005) 



YnojiHOMOHeHHoe jihuo: 

T. HHKOJiaeBa 
Tene»oHXs 240-25-91 



OTHET O MEHCflyHAPCOHOM IIOHCKE 



PCT/RU 2004/000541 



rpa<)>a II. 3aMe<taHHfi ajih cjiynaa, Koraa HeicoTopbie nyHKTbi 4>opMyjibi He nojuiexcaT noncicy 

(IIpoflOJiMceHHe nyHKTa 2 nepBoro jwcTa) 

HacTo»mHM othct o MOKAyHapo^HOM noHCKe He 6un nojiroxoBJieH b othoiuchhhh HeKOTopux nyHicroB 
(J>opMyjiw b cooTBercTBMH co CTaTbeft 1 7 (2) (a) no c/ieaywiUHM npHHHHaM: 

1 . Q nyHKTbi X«: 

t.k. ohm OTHocnTCii k ofoeieraM, no KOTopsiM naHHuft MexcnyHapopjiHUH noHCKOBbiH opraH HC o6«3aH 
npoBojttHTb noHCK, a hmchho: 

2 - EJ nyiiKTbiKs: 1,2 

T.K. OHH OTHOCHTC* K HaCTJIM MOKflyHapOflHOft 3BJIBKH, HaCTOJlbKO HC COOTBCTCTByiOlUHM yCTaHOBJieHHblM TpCOO- 

BaHHAM, hto no hhm Henwa npoBecTH noiiHoueHHbift MexcAynapoAHuK noHCK, a hmchho: 

yKa3aHHbie nyHKTbi Ha cooTBCTCTByioT TpcdosaHHJiM CTarbH 6 b othouichhh kchocth h KpaTKocrn; 
o&beM McnpaiiiHBaeMOM oxpaHbi yKa3aHHbix nyHKTOB CTOJib bcjihk, hto He npeacTaBjiaerca bo3mohchmm 
npouHTHpoBaTb see pejieBarHwe jtoKyMeHTbi noiinaaaiomHe noa 3a»BJieHHbie np*rni3aHHJi (6ojiee 9 tuc); 
no3TOMy b OTHere o noHCKC npHBeaeHa TOJibKO nacrb pejieBanibix aoKyMeHTOB. 

3. ^2 nyHKTbi Jfs: 

T.K. OHH ABJIftlOTCfl 3aBHCMMbIMH nyHKTaMH H He COCTafiJieHbl B COOTBCTCTBHH CO BTOpbIM H TpeTbHM npejlil05£e- 

hhsmh flpaBHJia 6.4 (a). 



Tpa4>a III. 3aMenaHHH ajih cjiysan Hecoojno/jeHHH e/jHHCTBa h 3o6peTc h h h 

(npoflpjiHceHHe nyHKTa 3 nepeoro jiHCTa) 

HacTOHiuHH Me>Kir/HapoAHi>ifi noHCKOBbifi opraH o6HapyxcHJi HecicojibKo rpynn H3o6pereHH& b aaHHoii 
MeatayHapoAHoft 3a*BKe, a hmchho: 



1 . Q T.k. Bee Hco6xojiHMbie AOiioJiHHTejibHwe nonunmu 6buiH ynJianeHw CBoespeMemK), HacToamnfi othct 

o MOKiiyHaponnoM noHCKe oxBaTbiBaer Bee nyHKTbi (J>opMyju>i K3o6pereHM^ no KoropbiM moxcho npoBecTH noncK. 

2. Q T.k. Bee nyHKTbi (J>opMyjiw, no KoropbiM mowho npoaecTH noncK, Moiyr 6bm» paccMOTpeHbi 6e3 3arpaT, onpaB- 

ilbiBaiomHX AonojiHHTejibiiyio noui/iMHy, MeacayHapoAHbrif noncKOBbifi opraH Uie Tpe6oBaji onjiarbi 
iionojiHMTe/ibHofi nouiJiHHbi. 

3. Q T.k. TOJibKO HeKOTopbie H3 Tpe6yeMbix nonojiHHTejibHbix nouiJiHH 6bum ynJianeHbi 3anBHTejieM cBoespeMeHHo, 

HacTOflmHR OTHer o MencayHapoiiHOM noncxe oxBaTbiBaer jwiiib tc nyHKTbi <J>opMyjibi, 3a Koropue 
6buia npoH3BeaeHa onaara, a hmchho nyHKTbi Ms: 

4. 1 1 Heo6xoAHMbte AonojiHtrreJibiibie noujjiHHbi caoeBpeMCHHo He 6bi;iH ynjianeHbi 3a&BHTejieM. 

Cjie^oBaTejibHO, HacToatUHfi othct o McacayHapojiHOM hohckc orpaHHHHBaerai rpynnofi H3o6pereHHH, 
ynoMaiiyrofi nepBoft b (ipopMyjie H3o6pCTCHH5i; a hmchho nyHKTbi Xu: 

3aMe4aHHA no B03paxceHMK> | | Yniiara AonojiHHTCiibHbix nouuiHH 3a noHCK conpoBOKiiajiacb B03pa*ceHneM 

3aflBMre/iH m, ecjiM npHMeHHMo, ynjiaTOH noiu/iHHbi 3a B03paaceHHe. 

I I y njiara jionojiHHTejibHbix nouuiHH 3a noncK conpoBO>Kaajiacb B03pa»ceHHeM 
3ajtBHTejui, no cooTBCTCTsyiouiHe nouiJiHHbi 3a B03pa>Keime He 6bUiH 
ynjioneHbi b tcmchhh cpoKa, yKa3aHHoro b npejyiOHceHHH. 
1 | y njiaTa Aono/iHHTCjibHbix nouuiHH 3a noHCK He conpOBoacaajiacb 
BQ3pa3KeHHeM 3aaBHTejig. 
OopMa PCT/ISA/210 (npoaojiaceHHe nepBoro jiHCTa(2)) (anpenb 2005) 



